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CLAIMS 



1. 



A . A recombinant DNA sequence which encodes th< 

complete amino acid sequence of a glutamine 
synthetase (GS) • 

2. The recombinant DNA sequence of claim 1 
which encodes the complete amino acid sequence of an 
eukaryotic GS. 

3. The recombinant DNA sequence of cla£m 2, 
which encodes the complete amino acid seguence of a 
mammalian GS • 

4. The recombinant DNA sequence cff claim 3, 
which encodes the complete amino acid sequence of a 
rodent GS. 

5. The recombinant DNA sequence of claim 4, 
which encodes the complete amii>o acid sequence of a 
hamster GS, 



>NA /eq 



uence of claim 5, 
acid coding portion of the 



6. The recombinan, 

which comprises the 
sequence shown in F 
. The recombin^ny^DN^x^equence shown in Figure 



.gur< 



2. 

8. A recombina 

which hybridises 



nd 



DNA sequence from one species 
er high stringency conditions 



with the recombinant DNA sequence of any o ne of 
claims- 1 te-fr/or a part thereof from a different 
speci es • 



7 Ol CU iorv I 

9. The/recombinant DNA sequence of an y ono of 

-e*Hlins 1 yto Bt which is cDNA. 

10. The recombinant DNA sequence of claim 9 
whereyh the cDNA is derived by reverse transcription. 

11. / The recombinant DNA sequence of a rffiVkff o*f ■ 
rlj^mr * i-n i n 7 which comprises a fragment of 

nomic DNA. 

12. Use of the recombinant DNA sequence of 
-erre — — claims 1 — to v or any fragment thereof as a 
hybridi sat ion probe . 
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13. The recombinant DNA sequence of -any o ne c f 
- claims 1 t o 11 for use in medical or diagnostic 
methods such as for detecting disease states 
which the level of GS in a subject is altered 7 . 

14. A recombinant DNA vector comprising 
recombinant DNA sequence of an s p^^ claim s 1 to 



15. The vector of claim 14 , which ifc an 
expression vector capable, in a traivsf ormant host 
cell, of expressing the recombinant: DNA sequence of 
an^i& e ^of 1 claims 1 t o l -3r. 

16. The vector of claim 14, further comprising a 
recombinant DNA sequence whict/ encodes the complete 
amino acid sequence of a desired protein other than 
GS 

17. The vector ofVc~3>ai/m 15, further comprising a 
recombinant DNA sequence^ which encodes the complete 
amino acid sequence of/ a desired protein other than 
GS, the vector also hieing c*p«15le, in a transformant 
host cell, of expre^soivg^the recombinant DNA 
sequence for the d4sired protein. 

18. The vector of claim 15 nr rlftim 13*, wherein 
the GS-encoding/ recombinant DNA sequence is under 
the control of a regulatable promoter. 

19. The vector of claim 18, wherein the 
regula tabLe promoter is a heat shock promoter or a 
metallotfedon.ein promoter. 

lasir.id pSVLGS . 1 . 
Flasmid pSV2.GS. 
Plasmid pZIPGS. 
Plasmid pSVLGS . tPA16 
Plasmid pSVLGS.tPAl7 
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? 

!5. 



/0 1 <%A^ \A > 

A host cell transformed with a vector 
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n 
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26. X method for co-ampli fying a recombinant DNA/ 
sequence which encode* the complete amino acid 
sequence of a desired protein other than GS, which 
comprises co- transforming a host cell with a v/ctor 
according to< claim IS, -clai m - 16 or claim 10 w hen 
doprn d r mt nn r l r n ir' 1 r > t* ^ i «"y an* -at claims/ lit to 

and a vector comprising said desired wrotein 
recombinant DNA sequence. 



27. A method for co-amplifying a recombinant DNA 
sequence which encodes the complete/ amino acid 
sequence of a desired protein oth/r than GS which 
comprises transforming a host cell with a vector 
according to claim 17, c4-a im I'D or claim 19 when- 
^ ?r «> r ,^ n t rn '-I"" t»i -1 nr cTwitn 7 A-. 

28. The method of /6lajrm 26 -o x Claim 27 -, wherein 
the desired protein /is /tissue plasminogen activator 

29. The method of ^a n^fe' o ^^loimo - 26 Lu 20> 
wherein amplif icataon is achieved by selection for 
resistance to pr/Sgressively increased levels of a GS 
inhi bi tor . 

30. The n4thod of claim 29, wherein the GS 
inhibitor/Is phosphinothricin or methionine 
su lphoxiirine 



31. / The method of claim 2 9 or claim 3Q-, wherein 
aft,er amplification, the level of GS accumulation 
reduced by adding glutairine to the culture medium 



32 . 



The method of -a-iv 



^o&c 'of^ c lai 



ims 29 to 3 4-, 



wherein the amount of GS inhibitor required 



a 
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to cause amplification la reduced by tha addition 
methionine to the culture medium. 



33. The method of any on e of cl a im s 




dependent on claim 10 or claim 1 9% 
GS-encoding recombinant DNJ 
switched on during selecti/on and amp 
subsequently down-regulat< 



t o 30 w hen - 
rein the 
ce expression is 
ification and 



anny o n e of 




34. Use of a vector according to a ? tfy~ 6 H e ' of- 
claims * IS and IT/ to 24 as a dominant selectable 
marker by transforming a host cell which contains an 
active GS-^gene with the vector, thereby conferring 
trans£6nnant cells with resistance to GS inhibitors. 

35. Use of a vector according to one 
G - laims IS and 17 la/'2< [ in endowing a cell line with 
the ability to su/vive in a medium lacking glutamine 
by transforming /a host cell either completely 
lacking or reduced in GS activity with the vector. 

The method of any one-of claims 2 6 — txr 
wherein the host cell 



37 . The method 
wherein the hos 



claims 2 6 — t- o - 3 4 y ■ 



aim 35, wherein the host cell 
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